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*Leading 
gastroenterologists 
recommend: 


rest 

sedation 
antacids 
nonirritating diet 
anticholinergics 


for your 
peptic ulcer 
patients... 


Arntre myl 


bromide 
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New High Potency 
Anticholinergic with 


No Bitter Aftertaste 


As adjunctive therapy in your standard peptic ulcer regimen 
Antrenyl offers potent anticholinergic action to inhibit mot 
ity of the gastrointestinal tract and gastric secretion. 


Although Antrenyl is one of the most potent of all antichol 
ergic agents, it rarely causes esophageal or gastric irritali 
and has no bitter aftertaste. In individualized doses, it is ¥ 
tolerated and side effects are absent or generally mild. 


In one study’ patients receiving Antrenyl obtained relief fro 
acute symptoms within 24 to 36 hours. Dosage was individ 
ally adjusted at 5 to 10 mg. four times a day. Side effects we 
adjudged less pronounced than those of other similar age 
ordinarily used in the management of peptic ulcer. 


Prescribe Antrenyl in your next case of peptic ulcer af 
spasm of the gastrointestinal tract. Available as tablets, 5m 
scored, bottles of 100; and syrup, 5 mg. per teaspoonful 
cc.), bottles of 1 pint. 


Ciba Pharmaceutical Products, Inc., Summit, N. J. 
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With des routine, Gitman and Kaplowitz! obtained 15 live births from 17 women with his- 
tories of one abortion — 88%. 


And 3 live births from 3 women with histories of 3 abortions—100%—concluding that des 
is the “drug éf choice” in these complications of pregnancy. 


Ross2, with similar des routine, brought all of 36 cases of threatened abortion successfully 
to term 100%. He concluded that “des, together with the 
recommended technique of its administration” is “the 
method of choice in the treatment of threatened abortion.” 


Karnaky? by the use of massive des dosage totalling 30 grams obtained living term infants 
from a woman who previously had six abortions — and a 


living infant by using 77 grams of des.in a woman who had 
13 previous abortions. 


des 25 milligram tablets — highly micronized, triple crystallized diethylstilbestrol U.S.P. 
(Grant Process) — dissolve within a few seconds and are 
uniformly absorbed into the blood stream. 


des 25 milligram tablets are available in containers of 30 and 100 tablets. 
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trol tablets 3. Karnaky, K.J.: Am. J. Obsts. & Gynec. 58,622. 194 
For further information, reprints and samples, write Medical Di: »cter 
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Ad: lescence - A Medically Neglected Field 


More attention and understanding 
should be given to the nutritional and 
psychological problems of adolescence 





CARL C. FISCHER, M.D., F.A.A.P., F.A.C.P. Professor and Head of 
the Division of Pediatrics — The Hahnemann Medical College and 
Hospital of Philadelphia, Pennsylvania. 


The field of adolescence has re- 
ceived far less attention than the 
severity of its problems warrants. 
Many factors contribute to this situ- 
ation. Organic illnesses are less 
startling and mortality is lower than 
in almost any other age group, so 
that these patients are rarely brought 
to the physician because of acute 
illness. Another cause is that these 
patients who, when they have been 
followed by a pediatrician for 10 
years or more, have reached an age 
when they feel self-conscious in his 
office. They have not made a perma- 
nent affiliation with another physi- 
clan yet and tend to drift along dur- 
ing this in-between period. A third 
possible reason is the relative short 
time spent in medical school on the 
problems of this age group. Only 
Tecently has it been generally ac- 
cepted that these problems fall 
within the realm of pediatrics and, 
even where this is accepted, very 
little time is devoted to reviewing 
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these problems with medical stu- 
dents. Finally, many physicians 
have discouraged the care of appar- 
ently well people in this age group, 
forgetting the problems of nutrition 
and of psychological disturbances. 


PUBERTY 


Adolescence has been defined in 
many different ways, but is general- 
ly considered to be ‘“‘that period of 
life concerned with the growing from 
childhood to manhood and woman- 
hood’’ and dates from the appear- 
ance of the secondary sex character- 
istics to the cessation of somatic 
growth. Puberty, on the other hand, 
is generally considered as the time 
when the menses begin in the female 
and spermatozoa appear in the 
male. There are three ways in which 
this age period differs from other 
periods: The greater importance of 
the physiological age as compared 
with the chronological age. 

2. The physical, emotional, and 
mental problems of the male and 
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female which differ very sharply 
during this age group. For instance, 
the female between 12 and 15 is at 
least two years nearer to maturity 
than the male and feels and acts 
nearly five years older. 


3. The individual pattern of growth 
and development is so variable that 
it defies generalization. 


It must be remembered that 
growth is a function of physiologic 
and not chronologic age. Morbidity 
statistics show that rheumatic fever 
increases greatly during puberty and 
then drops, whereas tuberculosis in- 
creases markedly after this period. 
It is also important to recall that the 
incidence of acute appendicitis is 
much higher from puberty on than in 
earlier age groups, and accidents are 
the leading cause of both morbidity 
and mortality during this - entire 
period. 


It is not often realized that the 
basal metabolic rate rises before and 
drops after puberty, and that the 
stored calcium and nitrogen also in- 
creases at first and then falls with a 
strong tendency toward a negative 
balance if the diet is not adequate. 


The caloric needs vary with the 
physiologic and not with the chrono- 
logic age. The adolescent needs, on 
the average, are between 2500 and 
3000 calories per day of which at 
least 15% must be protein. The pro- 
tein rate must be increased to 20% 
if the individual is obese and the 
physician attempts to reduce the pa- 
tient’s weight. Calcium intake with 
adequate amounts of vitamin D are 
important if the calcium deficiencies, 
mentioned above, are to be pre- 
vented. 


Puberty is also an age in which 
osseous development undergoes 
marked changes. Once again, we 
find that epiphyseal closure varies 
with the physiologic and not the 
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chronologic age and that there ‘s in 
adolescence an increase of ri-kets 
and slipped epiphyses. Other c ndi. 
tions frequently overlooked ar the 
hypochromic iron deficiencies, ! ypo- 
thyroidism, and dental caries. The 
frequency with which children who 
have had very little trouble with 
their teeth suddenly develop fie to 
fifteen cavities in a short period of 
time is startling and worthy of zare. 
ful attention. Unfortunately. too 
many children in this age group will 
neglect their regular visits to the 
dentist — which become more neces. 
sary than ever — and should be made 
more frequently than in earlier 
years. 

Thyroid disease is not uncommon 
in puberty and it is interesting to 
note that about 80% of all the cases 
of hyperthyroidism occur in the 10- 
to 14-year age group. Much more 
common, however, is hypothyroidism 
which may show itself by such symp- 
toms as delayed growth and develop- 
ment, mental retardation (as indi- 
cated by sudden dropping of school 
grades), fatigue, and also the ap- 
pearance of menstrual difficulties. 
All too frequently, both the layman 
and the physician, are inclined to 
consider overweight as an indication 
of hypothyroidism. The prescription 
of thyroid extract results in increase 
of appetite with a consequent in- 
crease in ingestion of food and a 
further weight gain. However, if 4 
carefully correlated B.M.R. and 
other guides such as the protein 
bound-iodine and the bone-age study 
indicate true hypothyroidism, grad 
ed doses of % to 1% grains of thyroid 
extract daily are usually adequate to 
correct the situation; a high protein 
diet is also very helpful in this dis- 
ease. 


ADOLESCENCE 
It is during this age that the sec- 
ondary sex characteristics develop, 
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although there is considerable 
dual variability, usually the 
ral sequence of events is as fol- 


he female. 1. Increased trans- 
diameter of the pelvis. 2. De- 
nent of the breasts. 3. Change 
» vaginal secretion to alkaline. 
i@ appearance of pubic hair. 
2 development of axillary hair 
‘ring some time between the 
‘1 and fifth menses. The first 
2s usually follows a period of 
rapid gain in height which may 
times serve as an indication 
the menarche may be antici- 


he male, the sequence of events 
: 1. Increase in the size of the penis 
and estes. 2. Swelling of the breasts. 
3. Aopearance of pubic, axillary, 
and facial hair. 4. Voice changes. 
The appearance of spermatozoa in 
the seminal secretion apparently co- 
incides with the beginning of the 
curling of the pubic hair. 


Dr. Wilkins of Baltimore (Mary- 
land), called the attention of physi- 
cians to the fact that hypogenitalism 
is one of the most frequently mis- 
diagnosed conditions, particularly in 
the moderately obese youngster. The 
appearance of a pubic fat pad plus 
the general distribution of the child’s 
fat has frequently led to an errone- 
ous impression that the sex organs 
themselves are abnormally small 
and that endocrine stimulation is 
needed. In the majority of instances 
this is not the case and much more 
harm than good is done. The mean 
age of pubescence is estimated to 
occur at about 11 years of age with 
at least 15 to 20% delay, to approxi- 
mately 14 years. If, however, there 
is definite evidence of hypogenital- 
ism, then chorionic gonadotropin 500 
to 1000 units three times a week may 
be given and, if there is no response, 
20 to 30 mg. of testosterone should be 


administrated. In females the men- 
arche can appear anywhere between 
11 and 15 years of age but normally 
occurs at 13. These menses are 
anovulatory for the first six to twelve 
months and are markedly irregular 
with long intervals being perfectly 
normal for the first few periods. 
Menstrual difficulties in this age 
group may be due to several things. 
First of all the parents should be told 
that gross errors in nutrition must 
be avoided. Both the markedly un- 
dernourished and the obese subjects 
frequently present menstrual prob- 
lems. Then there is the question of 
exercise; either the excessively ac- 
tive child who exercises too much, or 
the child who is chronically fatigued 
and exercises not at all may experi- 
ence menstrual disturbance. Psycho- 
genic factors should also be consid- 
ered, such as reaction to school pres- 
sure, social problems, and difficul- 
ties in the home with either sibling 
jealousy, parental rejection, or simi- 
lar difficulties. Another possible 
cause may be thyroid disturbances; 
a moderately decreased B.M.R., 
however, does not necessarily mean 
true hypothyroidism. 


Only rarely will the physician find 
true organic lesions such as cystic 
endometritis, ovarian cysts, etc. 
Gynecological help is sought only 
after the more common causes of 
menstrual difficulties have been 
eliminated. 


Let us discuss very briefly some 
of the psychological aspects of ado- 
lescence. It has been estimated that 
each year there are about 200,000 
adolescents who are classified as de- 
linquents. An even more striking 
illustration of the need for mental 
hygiene is the fact that the first ad- 
missions to mental hospitals in the 
period from 15 to 19 years of age are 
about ten times greater than the ad- 
missions from 19 to 25 years of age. 
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One of the main reasons for the psy- 
chological problems of adolescents 
is probably the remarkable differ- 
ence between the physical, mental, 
and emotional age. For example, it 
is not at all unusual to meet a boy 
who has a chronological age of 13, 
but is as tall as the average 15-year- 
old, and has the general physical 
development of a 12-year-old boy; 
but has an emotional age of 10 years. 
In spite of all this he associates in 
school and socially with other 13- 
year-olds, and since his great height 
makes him appear older than he is, 
he is expected to do things which he 
cannot do. Since his emotional age is 
below that of his peers, he conse- 
quently becomes a serious problem 
in attempting to get along socially 
with his classmates and friends. 
All too often, this marked variability 
is not understood or taken into con- 
sideration in interscholastic sports, 
and boys in all stages of develop- 
ment are pitted against one another. 
In some of the more advanced 
schools in recent years, this has been 
partially overcome by grouping 
teams on a weight basis, but even 
then it is obviously difficult to con- 
sider those in the same weight group 
as being equal in development. 
Students of psychological problems 
of adolescence have called our atten- 
tion to the fact that every adolescent 
must meet four major problems. 


The first of these is the newly de- 
veloped and increasingly active sex 


instinct. Obviously, this requires 
continuous education, guidance and 
careful supervision. Secondly, there 
is the problem of independence ver- 
sus dependence. Here, we have the 
curious and contradictory state in 
which the child is, on the one hand, 
trying very hard to become self- 
reliant and develop self-confidence 
and, on the other hand, is extremely 
fearful of breaking away from the 
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family ties and will frequently ~ely 
upon the presence of groups of 01 ers 
of the same age to bolster his ir 
quate feelings of self-confid: 
The third major drive is thé 
heterosexual development indic 

by the attempt of the child to ¢ 
him- or herself from the paren s 
weaning which may never be 
plete, especially in the case o the 
overanxious parent. Failure tc ac. 
complish this separation ofter re. 
sults in the inadequate adult wo is 
never able to successfully tear 1im- 
self away from the mother’s pron 
strings. The fourth and final »prob- 
lem is that of a feeling of inadequacy 
and inferiority which is frequently 
the result of constant criticism, nag- 
ging, and overanxious guidance by 
adults. In response to such a prob- 
lem, the maladjusted child either be- 
comes a shut-in and is markedly 
antisocial or becomes egocentric and 
aggressive — a typical bully. It must 
not be forgotten that in addition to 
these four basic problems which con- 
front every adolescent, the specific 
problems of the handicapped ado- 
lescent such as the child with cere- 
bral palsy, deafness, impaired vi- 
sion, or any other type of physical or 
mental handicap, the chance of ap- 
proaching a normal adulthood is 
greatly increased. If there is no 
actual physical or mental handicap 
involved, there may be the disadvan- 
tage of an inadequate home. At the 
recent White House Conference, it 
was brought out that in one of eight 
homes, the child does not have the 
benefit of the guidance and help of 
both parents. Add to these the cases 
of parental rejection where, although 
both parents are living with the 
child, they are not cooperating, we 
can see how frequently real difficul- 
ties confront our adolescents. 


If these problems are to be solved, 
the following needs should be met: 
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Firs:, the adolescent must know that 
ther: is something he can do well. 
It matters little whether this some- 
thin. be in the physical, musical, 
arti ic, mental, or any other sphere 
as | ng as it is something which he 
or s .e can feel rightly to be an ac- 
cor lishment greater than some- 
bod else’s. In this lies the great 
val: > of hobbies and of sports which 
are »n excellent opportunity to help 
and bolster the faltering ego of ado- 
lesc nts by proper emphasis upon 
acc mpishments in one or another 
rea n. 

S.condly, each adolescent must 
kno that there is a place in society 
for 1im or her. Failure to be fully 
con dent of such a place in society 
leacs to the conclusion that either 
ther2 is something wrong with him 
or ierself and to the consequent 
shu'-in attitude; or that there is 

sthing wrong with society which 

t be corrected. From this group 
come the anti-social group and also 
the reformers of the world. Under- 
standing, tact, and extreme care in 
handling adolescents through this 
period and an understanding of these 
needs is essential for all who come 
in contact with them, be it parents, 
teachers: or physicians. It must also 
be remembered that psychosomatic 


Cystic Acne Vulgaris 


“Twenty-two cases of cystic acne 
vulgaris who had been refractory to 
the conventional types of therapy 
showed marked improvement when 
given injections of Kutapressin, a 
preparation containing a cutaneous 
vasoconstricting factor present in the 
liver. The best results were obtained 
on a regimen of 1 cc. injections of 
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problems are frequent in this age 
and that they may take the form of 
markedy disturbed menstrual prob- 
lems, cardiovascular symptoms such 
as tachycardia, extra systoles, and 
digestive symptoms to the extent of 
anorexia nervosa, and obesity. Not 
to be neglected is the development 
of a proper attitude toward child- 
bearing which, if prepared for, can 
become a natural and happy experi- 
ence instead of a dreaded fear, long 
anticipated with great anxiety. Fi- 
nally, it should be pointed out that 
convalescence from a serious illness 
amplifies all of these problems and 
the convalescent adolescent needs 
particular care and attention in 
order to avoid the pitfalls of this age 
group. In conclusion, therefore, it is 
suggested that a greater degree of 
attention and understanding should 
be given to the nutritional and psy- 
chological problems of the adoles- 
cent. The successful solution of this 
problem lies not with the specialists 
who have brought to our attention 
these needs, but to the general prac- 
titioner to whom the care of the fu- 
ture of these children is largely en- 
trusted and whose knowedge, tact, 
understanding, sympathy, and will- 
ingness means everything to the fu- 
ture adults. 


Kutapressin given thrice weekly. In 
some cases the acneiform lesions 
disappeared completely, and _ in 
others they were greatly reduced in 
number, size and severity. The scars 
and pits regressed and the surface 
became more smooth and more nor- 
mal appearing. Improvement was 
manifest after a few injections. No 
untoward effects were observed.’’ 

(H. M. Nierman, J. Indiana M. A., 6:497, 1952.) 





Varicose Ulcers 


All ulcers of the leg are not due to 
varicose veins. In fact, the vast ma- 
jority arise from a deep thrombosis 
which has developed some years pre- 
viously to the development of the 
ulceration. Some ulcers arise from 
constitutional conditions such as dia- 
betes, blood diseases or arterial di- 
sease. It is therefore necessary to 
exclude any associated condition in 
ascertaining the etiology of the ul- 
ceration. 

The basic treatment in all in- 
stances of ulceration is invariably 
the application of compression band- 
ages, while the patient is ambulant. 
Muscular movements in the leg fa- 
cilitate the return of blood to the 
heart. If one kind of compression 
bandage is not well tolerated by the 
patient, inasmuch as it gives rise to 
skin irritation and eczema, then an- 
other and more suitable type of band- 
age must be found. Some leg ulcers 
with a history of deep thrombosis 
benefit from the administration of 
alpha-tocopherol. However, ener- 
getic treatment is needed in all cases 
to obtain healing; this means that 
the compression bandage must be 
applied thoroughly and must not be 
left to the patient to apply, or to a 
nurse who has not been properly 
trained in applying bandages to leg 
ulcers. 
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Even after the leg has healed con. 
pletely, some form of compression 
bandage must be worn by the patient 
at all times. All these healed case; 
must be subjected to follow-up ex. 
amination regularly, so that the ap. 
propriate compression bandage can 
again be applied at the first sign of 
recurrence. 

In some chronic resistant case; 
progress in healing by compression 
bandages is either too slow or does 
not take place at all. Skin grafting is 
here the only available alternative; 
a method of doing this by means a 
strips of skin taken from the thigh 
under local anesthesia is described 
It is easily carried out and inflicts 
no great inconvenience on the pz 
tient. 

Finally, a display of optimism o 
the part of the patient as well as the 
physician will greatly facilitate the 
therapy. Many patients have had 
their ‘‘bad legs’’ for so many year: 
that they have given up hope of eve! 
seeing their legs restored to norma 
again. Reassurance will do much t 


dissipate this depressive attitude. If 
short, with vigorous treatment, com 


bined with a sympathetic under 


standing and interest in the patient’ 
condition, the vast majority of ulcers= 


can be cured, it is concluded. 
(M. Lee, Practitioner, 170:288, 1953.) 
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icer Diagnosis from Prostatic Smears 


Considerable difficulty 


is encountered in the correct 
interpretation of smears 


ERNEST F. HOCK, M.D., F.A.C.S., Department of Urology, 
Chas. S. Wilson Memorial Hospital, Johnson City, N.Y. 


C.rcinoma of the prostate is the 
commonest cancer of the male gen- 
ito-urinary tract. An estimated 15% 
of the male population aged 50 years 
and over will develop this disease. 
In 95% of the prostatic cancers di- 
agnosed, the disease has progressed 
beyond the stage where cure by rad- 
ical surgery is possible. Early can- 
cer of the prostate rarely causes 
symptoms which would induce the 
patient to seek treatment. There- 
fore, the diagnosis is practically 
always made by rectal examination 
during a physical checkup for other 
reasons. 


PROSTATIC CANCERS 

Detection of the cancer by rectal 
examination is not always easy. It 
is true that a firm nodule in an other- 
wise benign appearing prostate 


.f should be regarded as highly suspi- 


cious of cancer; but it may be diffi- 
cult to interpret the ‘“‘feel’’ of the 
gland, especially if the only sign of 
malignancy should be increased den- 
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sity in an otherwise smooth prostate. 
Moreover, some prostatic cancers 
cause neither induration nor nodu- 
larity, and then diagnosis by rectal 
examination is impossible. On the 
other hand, findings suggestive of 
malignancy may be due to chronic 
prostatitis, nonspecific granuloma, 
tuberculosis and prostatic calculi. 
The presence of any of these, how- 
ever, does not exclude the possi- 
bility of a coexisting cancer. From 
the foregoing it is obvious that can- 
cer of the prostate cannot be diag- 
nosed with certainty on the basis of 
rectal findings alone, but can be 
proved only by histological examin- 
ation of tissue removed from the 
suspected area. 


DIAGNOSIS 

Several methods to obtain tissue 
for examination have been used. 
Small pieces can be obtained by 
needle aspiration or by means of a 
special punch-biopsy instrument 
which is inserted through the peri- 
neum into the suspected prostatic 
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nodule. Unfortunately, it is often dif- 
‘ficult to direct the instrument exact- 
ly intc the proper place and, there- 
fore, a negative biopsy does not 
prove the absence of cancer. Error is 
most likely made in glands with 
small, suspect nodules where a cor- 
rect diagnosis would be most impor- 
tant. Many urologists regard this 
method as too inaccurate to be of 
much practical value. Material ob- 
tained by transurethral resection has 
proved unsatisfactory because early 
prostatic cancer is usually confined to 
the posterior lobe where it cannot be 
reached by the resecting loop. The 
best way to procure tissue for ex- 
amination is excision of the sus- 
pected lesion after perineal expo- 
sure of the prostate. This method has 
the disadvantage that the patient has 
to undergo a minor operation and 
that the operative field can be con- 
taminated with cancer cells during 
the subsequent radical operation if 
the lesion should prove malignant. 
Furthermore this method is not fool- 
proof. At operation it may be diffi- 
cult to identify the suspected nodule, 
so that tissue is excised from the 
wrong area; or the pathologist may 
be unable to make a definite diag- 
nosis from the frozen sections. This 
fact is borne out by Higbee’s! ex- 
perience with 12 cases biopsied after 
perineal exposure of the prostate. 
Three of these cases were reported 
negative by the pathologist and all 
three later proved to be carcinoma. 
On the other hand, 5 of his 36 
radically removed prostates proved 
to be benign. Jewett reporting on a 
series of over 100 radical prostatec- 
tomies,- states that upon careful 
histological examination, 11% of the 
specimens were found to be benign. 
Hence, many experienced urologists 





1. Higbee, D. R.: J. 


Urol. 69:144, 1953. 
2. Jewett, H. J.: J. 


Urol. 61:582, 1943. 
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do not depend on biopsies and ase 
the diagnosis mainly on the rectal 
findings. 


In view of the difficulties in es. 
tablishing a correct diagnosi: of 
prostatic cancer, any proce ure 
which promises to increase the di- 
agnostic accuracy is of clinica. in- 
terest. When Papanicolaou’s me hod 
gained wide acceptance in the d: tec. 
tion of early cancer in various or- 
gans, it was hoped that pros atic 
smears could be utilized for ca icer 
diagnosis. This method would lave 
the obvious advantages of simp]. city 
and of causing little discomfort to 
the patient. 


Early reports seemed favor: ble. 
In patients with proven prosiatic 
carcinoma the percentage of posi- 
tive smears was reported to range 
from 54% to 95%. Though these 
series seem to indicate a high per- 
centage of accuracy, they cannot be 
accepted as a basis for an evalua- 
tion of patients with suspected pros- 
tatic cancer. Since the smears were 
obtained from patients with known 
cancer, the only possible error was 
failure to find cancer cells in the 
smears, i.e. false negative smears; 
these series can tell us nothing about 
the incidence of false positive 
smears. 


INTERPRETATION OF SMEARS 

Correct interpretation of the 
smears is difficult even for patholo- 
gists with considerable experience 
in this field. The cells of some pros- 
tatic carcinomas are indistinguish- 
able from normal prostatic epithe 
lium. The correct diagnosis then can 
be made only from tissue sections, 
but not from individual cells or small 
cell clusters. In other patients there 
may be chances in the cell nuclei 
which seem to indicate malignancy, 
but they are not sufficiently distinct 
to identify the cells as malignant. 
The pathologist under these circun- 
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stanc.s, can only express the de- 
gree of his suspicion by grading 
the s »ears from 1 to 5. Grade 1 
mean 1g normal prostatic secre- 
tions grade 2 indicating no cancer 
cells, but abnormal secretion, e.g. 
prese ce Of inflammatory cells; 
grad 3 signifing suspected malig- 
nanc) grade 4 probable malignancy; 
gradi 5 definite cancer cells. Ob- 
vious *, only grade 5 smears should 
be ac epted as definite proof of car- 
cinor 2 and then only with the reser- 
vatio that the incidence of error in 
the athological diagnosis should 
prov: so low as to be of no practical 
signi’ cance. Unfortunately, results 
obtai ed so far indicate that the 
overe | accuracy, even of grade 5 
smea s, is not high enough to regard 
them as proof of carcinoma. 


The main difficulty is encountered 
in the interpretation of smears from 
infecied prostates. Inflammatory 
cells, especially some _ histiocytes 
and giant cells, may resemble tu- 
mor cells; also inflammation may 
provoke atypical changes in epithe- 
iium and the possibility of false pos- 
itives should be considered in all 
suspicious smears from _ infected 
prostates. One patient, observed by 
the author, has had more than 20 
prostatic smears ranging from grade 
2 to grade 5 over a three-year pe- 
riod. His prostate still appears be- 
nign and there is nothing, except for 
some of the smears, to suggest ma- 
lignancy. On the other hand, positive 
smears in the absence of prostatic 
inflammation should always be re- 
garded with great suspicion even if 
rectal examination suggests a be- 
nign gland. 


Unfortunately, the majority of men 
past 50 years of age have some de- 
gree of. prostatic inflammation so 
that » reasonably accurate diagno- 
sis from’ ‘prostatic smears alone will 
be possible in only relatively few 


patients. Of the cancer patients 
thus diagnosed only a part will be 
amenable to radical prostatectomy. 
The others will be inoperable, due 
to old age, poor general condition, 
or metastatic spread of the disease. 


At the Charles S. Wilson Me- 
morial Hospital the prostatic smears 
of over 300 patients were examined 
for cancer cells during the 5 year 
period between 1948 and 1952. Eleven 
radical prostatectomies were per- 
formed during that period. No pros- 
tatic secretion could be obtained in 
three of these patients owing to the 
firmness of the gland. Positive 
smears were obtained from the re- 
maining eight patients. In three of 
these, positive smears were the only 
indication of cancer and rectal find- 
ings were entirely negative. It is of 
interest to note that the smears of 
these patients were free of inflam- 
matory cells. The remaining five pa- 
tients had positive smears and posi- 
tive rectal findings. Three of these 
histological examinations of the spec- 
imens confirmed the diagnosis of 
carcinoma. The other two had gran- 
uloma of the prostate and not car- 
cinoma. Although no general con- 
clusions can be drawn from this 
small series, there is some indica- 
tion that unsuspected cancer can 
be detected from prostatic smears 
alone although the number of pa- 
tients thus diagnosed and amenable 
to radical surgery is small—less than 
one per cent in our series. The series 
also points out the danger of false 
positive smears, especially in pa- 
tients with infected prostates. 

The method will benefit primarily 
patients with occult prostatic car- 
cinoma. Biopsy of any kind is im- 
practicable in these patients because 
there is no indication in which part 
of the gland the cancerous process 
might be located. 
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RESTRICTED PROCEDURE 

If carcinoma is suspected on the 
basis of rectal examination, a posi- 
tive smear will, of course, corro- 
borate the clinical impresssion, but 
the patient will be subjected to fur- 
ther diagnostic procedures or radical 
surgery regardless of the findings 
in the prostatic smear. Since it would 
be impractical to examine in a rou- 
tine way, the prostatic smears of 
all men of cancer age in a search 
for cancer ceils, the procedure 
should be restricted to those who 
are most likely to benefit from it. 
All men under 50 should be excluded 
because prostatic cancer is rare be- 
fore that age. Also excluded should 
be men over 70 because their life 
expectancy is too short to make 
radical prostatectomy advisable. 
Likewise those aged 50 to 70 whose 
poor physical condition would pre- 
clude radical surgery should not be 
considered. Secretions should be ob- 
tained by prostatic massage from 
all treated patients 50 to 70 years 
old, and the fresh secretions observ- 
ed under a microscope. Smears 
showing no or few inflammatory 
cells should be examined for cancer 
cells. Excluded should be smears 
containing more than 8 to 10 in- 
flammatory cells per high power 
field and smears containing a con- 
siderable admixture of secretions 
from the seminal vesicles. A single 
suspicious or positive smear should 
not be regarded as evidence of car- 
cinoma; additional smears should 
be examined. If suspicious cells are 
found repeatedly and in the absence 
of prostatic inflammation, cancer of 
the prostate is very likely, although 
not definitely proved. 


Then, one of the two following 
courses can be adopted; (1) observe 
the patient and operate if clinical 
signs of carcinoma should develop 
or (2) consider the smears sufficient 
evidence of cancer and perform a 
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radical prostatectomy. The { 
will show which of the two cc 
should be followed. It is the au 
belief, based on his experience 
repeated positive smears in tk 
sence of prostatic infection ar 
ficient evidence of carcinoma t 
rant radical prostatectomy. 


ESTROGEN THERAPY 


Estrogen should never be siven 
to patients with suspected, earl. car. 
cinoma of the prostate. The c..ncer 
cells frequently lose the char cter. 
istics of malignancy under tle ip. 
fluence of the hormone so that they 
cannot be detected in prostatic 
smears. Also, a firm, cancerous no- 
dule of the prostate may softei and 
regress to such a degree that the 
gland may give a benign impression 
on rectal examination. Estrogen 
should be given only for one of two 
reasons: 1. For treatment; if the 
diagnosis of carcinoma is definitely 
established and radical prostatec- 
tomy is contraindicated. 2. As a test 
treatment; softening of an indurated 
prostate after estrogen medication 
suggests that the induration is due 
to cancer. However, this method 
should be used only after all diag. 
nostic procedures except open per 
ineal biopsy have been exhausted 
It should also be pointed out that test 
treatment with estrogen can only be 
used as circumstantial evidence of 
prostatic cancer because induration 
due to inflammation occasionally 
seems to respond to estrogen. 


SUMMARY AND CONCLUSIONS 

1. Prostatic carcinoma can be 
diagnosed from exfoliated cells in 
prostatic secretions. 

2. The smear method can be 3 
valuable adjunct in the diagnosis 0 
prostatic carcinoma, provided its 
limitations are duly taken into con 
sideration. False positive smears 0c 
cur as well as false negatives. The 


(Continued on page 382) 
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A Sarvey of Progress in Dermatology 


ACTH, cortisone, antihiotics 
and vitamins play an important 


role in dermatology 





EUGENE S. BERESTON, M.D., M.Sc.(Med.), F.A.C.P. 


Baltimore, Maryland 


In the past few years powerful 
therapeutic agents such as cortisone, 
ACTH, antibiotics, and vitamins have 
changed the prognosis and course of 
many chronic and even fatal dis- 
eases; these same compounds have 
also played an important role in 
dermatology. Besides these newer 
therapeutic agents other develop- 
ments in the treatment of cutaneous 
fungus and bacterial diseases have 
taken place. 


RAPID RELIEF OF DERMATOSES 

Cortisone administered orally and 
ACTH parenterally have enabled the 
dermatologist to give very rapid re- 
lief in (1) actue urticaria and an- 
gioneurotic edema due to drug sen- 
sitivity and serum reactions, (in 
chronic urticaria less beneficial re- 
sults have been observed) (2) in 
acute severe dermatitis veneneta, or 
severe contact dermatitis, or atopic 
dermatitis with edema, vesiculation. 
pruritis and other discomforts (3) in 
acute and subacute disseminated lup- 
us erythematosis which have been 
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slowed up in their progression and 
were in many instances checked by 
these compounds, and (4) in 
pemphigus, formerly a universally 
fatal disease, now being successfully 
treated with cortisone and ACTH; 
symptoms have been alleviated, re- 
missions induced, and comfort and 
well being produced where only suf- 
fering and exodus existed before. In 
other skin diseases these drugs have 
been temporarily helpful but some- 
what disappointing from the stand- 
point of cure. This is particularly 
true of atopic dermatitis, psoriasis, 
the eczemas, and other chronic and 
recalcitrant dermatoses. In atopic 
dermatitis relief of acute discomfort 
can be accomplished, but long pe- 
riods of relief cannot be maintained 
unless the administration of these 
compounds are continued for lengthy 
periods of time. The untoward ef- 
fects of cortisone and ACTH, such 
as hypertension, diabetes, and Cush- 
ings syndrome in dermatological 
therapy have not been especially 
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prominent, because the dosages em- 
ployed were relatively small and 
the duration of therapy is frequent- 
ly shorter than in other branches of 
medicine. However, prolonged use 
of these agents in any but the seri- 
ous or fatal diseases is not advisable. 
The dosage of cortisone has been 100 
to 300 mg. daily at the beginning 
of treatment, with a gradual tapering 
off to a maintenance dosage which 
varies with the disease and the in- 
dividual. ACTH has been given intra- 
venously in glucose solution by in- 
fusing 10 to 20 mg. over a 12 hour 
period daily. Long acting, slowly 
absorbed ACTH gels given intramus- 
cularly 20 to 40 mg. at one time are 
also employed. 


New antibiotics for local and sys- 
temic use, have appeared on the 
market and more of them keep com- 
ing. In pyococcal skin diseases such 
as folliculitis, sycosis vulgaris, im- 
petigo, and ecthyma, where staphy- 
lococci and streptococci are pres- 
ent, Bacitracin ointment, Aureomy- 
cin ointment, Chloromycetin cream, 
Terramycin ointment, Spectrocin, 
Erythrocin cream and Polymixin are 
all equally effective. Perhaps the 
most effective and best because of 
its low sensitization index is Bacit- 
racin. In the gram negative skin in- 
fections, such as the psuedomonas 
aeroginosa infections (otitis externa) 
Neomycin has been of great help, 
and combinations of two antibiotics 
in ointments aimed at both gram 
positive and gram negative organ- 
isms are becoming increasingly pop- 
ular. 


Systemic use of antibiotics has 
helped to cure the pyogemic infec- 
tions listed including furunculosis, 
cellulitis, and carbuncles. In ery- 
thema multiforme Terramycin or- 
ally has proven very effective in 
shortening the duration of the dis- 
ease. In tuberculosis of the skin, the 
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antibiotics, such as Streptonyciy 
alone and para amino salicylic acid 
isonicotinic hydrazide or vitar in D, 
have made the majority of s! n ty 
beculoses heal rapidly; these irug; 
have given a much pleasante ° out 
look in this group of dermatc ses, 


FUNGUS THERAPY 


In the fungus field many po verfy 
fungicidal drugs have been de ’elop. 
ed with some success. Tricho; hyton 
rubrum infections of the gl: broy 
skin rapidly disappear with / sterd 
ointment. The results are rathe™ dra. 
matic even though 6 to 12 r onth 
later the lesions may reappc¢ar in 
many cases. The search for © suc. 
cessful local medication for epi jemi 
tinea capitis (Microsporum au jouini 
type) in children has led to the de. 
velopment of the chlorinated salicy. 
lanilides, commercially availa le as 
Salundek ointment. In this ointment 
a chlor-acne type of folliculitis is 
believed responsible for the reported 
70% cure rate in four months ¢ 
treatment. Other drugs in tinea capi- 
tis also reported to be of value ar 
Spergon and Asterol. Results with 
these compounds has not been as sue: 
cessful as earlier reports would lead 
one to believe. However the newer 
local agents have caused some din: 
inuation of the use of x-ray epilatio 
in this disease. 

The reported beneficial results i 
dermatophytosis of the feet due 1 
trichophytons other than Rubrum 
with Asterol, Sopronol, and man} 
other agents have failed to live w 
to early expectations despite glow 
ing reports in the literature. Whit 
fields ointment, Desenex, and soak 
of potassium permangante are stil 
in use. 


A new therapeutic agent in the 
treatment of chronic discoid lupu 
erythematosus is now available. Ate 
brine given orally 0.1 gm. 3 time: 
a day for 2 weeks and then 0.1 gm 
twice a day thereafter for three t 
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1onths has shown results in sev- 
arge series of cases which are 
encouraging so far. 
rug of great promise in diffuse 
‘essive scleroderma is Artane, 
erly used in Parkinson’s dis- 
it has been reported to cause 
improvement in the fibrosis of 
isease when given orally. 
amins are still claimed to be 
gh therapeutic efficiency. Lo- 
utaneous pyridoxine deficiency 
nsidered to be..a cause of se- 
.eic dermatitis: Schriner and as- 
tes state that Pyridoxine oint- 
is a cure for this disease. Bie 
ing recommended in herpes zos- 
These claims will bear further 
tigation. 
enium sulfide suspension (Sel- 
as a weekly shampoo controls 
rhea of the scalp in almost all 
. It is simple to use, not toxic 
cal application, and not greasy, 
‘e most scalp preparations. Its 
must be continued indefinitely. 
a great step forward in the 
ment of this disease and its 
are very content. 


SUMMARY 


i 


Cortisone and ACTH have been 
of great help in controlling acute 
and subacute disseminated lupus 
erythematosus, acute urticaria, 
and angroneurotic edema, se- 
rum reactions, and acute se- 


. Atabrine in 


. Artane 


vere contact types of dermatitis 
and pemphigus. 


. All the newer antibiotics in lo- 


cal ointment form have been of 
great value in pyococcal skin 
diseases due to gram positive 
or gram negative organisms. 


. Systemic use of antibiotics in 


cellulitis, furunculosis, folliculi- 
tis, and carbuncles have all been 
very effective. In erythema mul- 
tiforme remissions have been 
produced with antibiotics. In cu- 
taneous tuberculosis streptomy- 
cin, and vitamin De, and the 
newer agents, such as P.AS. 
or isonicotinic hydrazide, have 
been beneficial. 


4. Asterol ointment is useful in pro- 


ducing remissions of Trichophy- 
ton rubrum fungus infections. 
New Salundek ointment is re- 
ported to effect 70% cures of 
Tinea capitis (M. audouini) in 
four months. 


chronic discoid 
lupus erythematosus has been 
found to be successful in a high 
percentage of cases. 


in diffuse progressive 
scleroderma is a drug of great 
promise. 

. Selenium Sulfide (Selsun) sham- 
poo in seborrhea of the scalp is 
a great improvement in treat- 
ment of this disease. 





Rabies — The Doctor’s Dilemma 


Some 15,000 individuals are report- 
ed bitten by animals each year in 
the state of Illinois alone. Conse- 
quently the incidence of animal ra- 
bies is very high. Unfortunately, 
however, anti-rabic vaccine is not 
innocuous and can therefore not be 
applied with safety in every instance. 
Here is where the dilemma is. In 
other words, it is necessary to weigh 
carefully in every single case the 
relative risk of contracting rabies 
against the possible danger of the 
development of post-rabic vaccine 
paralysis. 

It is important to have a clear 
understanding of what is meant by 
“‘exposure.’’ The term describes a 
condition which comes about when 
wet saliva makes contact with fresh, 
open wounds or abrasions. Deposi- 
tion of saliva on unbroken skin or 
on old scar-covered wounds does not 
constitute real exposure to rabies. 
After the wound has been inflicted, 
it must as quickly as possible be 
freed of the rabies virus, for which 
purpose irrigation with a 20 per cent 
soap solution has been found pre- 
ferable to cauterization with fuming 
nitric acid. Most recent experimen- 
tal studies indicate that ‘‘zephiran,” 
(refined 1% bezalkonium chloride) 
is even more effective than the soap 
irrigation. 

Because bites on the head and 
severe bites elsewhere constitute the 
greatest risk of infection, it may 
be necessary to commence anti-rabic 
vaccination even before the condi- 
tion of the animal has become 
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known. The average incubatic : pe. 
riod for bites on the head is 30 ‘ays; 
for bites on the arm it is 50 days, 
and for the leg 44 days. Tho fa. 
tality rates vary with the typ and 
the location of the wound. !! the 
animal has shown no sign of rabies 
in the meantime, treatment may be 
discontinued. 


The incidence of post-vaccinal re. 
actions of the neuro-paralytic type 
is about one patient per two or three 
thousand patients vaccinated. The 
risk of such reactions is moreover 
greatly increased in individuals who 
have had previous courses of inocv- 
lation with the vaccine. Reimmuni- 
ation must therefore not be attempt- 
ed in borderline exposures, or else 
the therapy must be limited to a 
short booster course of 5 to 7 in 
jections. Vaccination must be dis 
continued as soon as there is ev: 
dence of impending serious reac- 
tions, such as headache, fever, nat- 
sea, weakness, numbness or tingling 
sensations in the extremities. 


Practically all of the failures which 
have been attributed to the vaccine 
can be explained either on the basis 
of the poor quality of the prepara 
tion, or on the passing of too much 
time before administration of the 
vaccine. However, it must again be 
emphasized that the relative risk of 
administering or of withholding the 
vaccine must be carefully weighed 
in every instance. 


(Howard J. Shaughnessy, IUinois Med. J, 
103:82, 1953.) 
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Recent Advancement in Gerontology 


Geriatrics, often referred 
to as a medical specialty, can 


hardly be practiced as 


such 


HARRY BENJAMIN, M.D., New York, N.Y. 


The ever increasing interest in the 
probiem of aging is not only reflected 
in medical literature, but is also dis- 
cussed in the daily press. 


CHRONOLOGICAL VERSUS 
BIOLOGICAL AGE 

Chronological age as determined 
by birthdays may be at great vari- 
ance from our biological age. An 
estimation of the true (biological) 
age can be attempted by evaluating! 
the state of health and functioning 
capacity of various organs and organ 
groups. Such estimation serves as a 
health inventory. The result can be 
expressed — naturally somewhat ar- 
bitrarily — as a figure, below or 
above the chronological age. Below, 
would mean the patient is younger, 
above, that he is older than his cal- 
endar age. 

Geriatrics is often referred to as a 
medical specialty, but can hardly be 
practiced as such. As Alvarez point- 
ed out,2? a geriatrician must be a 
1. Benjamin, Harry: Biologic versus Chrono- 

logic Age, J. of Gerontology 2:3, July, 1947. 


2. Alvarez, Walter C.: Geriatrics a Specialty? 
Geriatrics, 7:4, July-August, 1952. 
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good internist and diagnostician, gen- 
erally familiar with the most im- 
portant problems in other special- 
ties. The general practitioner, owing 
to his background of experience is 
probably the best man to become a 
geriatrician. 


RESEARCH IN GERONTOLOGY 

Medical research in gerontology 
has extended into practically every 
branch and specialty. Although in- 
teresting, and perhaps important for 
the future, much of this research has 
no immediate therapeutic value. For 
instance, studies and panel discus- 
sions on cellular aging, and aging of 
the connective tissues may in time 
lead to noteworthy discoveries. They 
offer no help to the practitioner now. 
That is also true in many other 
laboratory reports. 


STUDIES ON ARTERIOSCLEROSIS 

A group of physicians, physicists 
and chemists at the University of 
California has developed a method 


4. J. of Gerontology, 7:4, October, 1952. 





of diagnosing the tendency to arteri- 
osclerosis by using blood examina- 
tions. Gofman® and his associates 
have demonstrated: with the help of 
an ingeniously constructed optical 
ultracentrifuge, that arteriosclerosis 
is in most cases associated. with the 
presence of specific ‘‘giant’’ mole- 
cules of lipo-protein nature circulat- 
ing in the blood. Young people and 
those with no tendency to sclerosis 
have fewer of these particles in their 
blood. Fat and cholesterol metabo- 
lism is intimately concerned with the 
development of these ‘‘giant’’ cells, 
or rather with a blood condition char- 
acterized by their appearance. Mor- 
rison® reviewed this work in a com- 
prehensive article and commented 
that ‘‘arteriosclerosis is often a pre- 
ventable and therapeutically suscep- 
tible disease.’’ Therapy would be 
concerned with fat and cholesterol 
restriction in diet, and with the ad- 
ministration of so-called lipotropic 
substances principally containing 
amino-acids, like choline and meth- 
ionine, as well as inositol and other 
vitamin B complex factors. These 
substances are meant to improve 
liver function. Vitamin B,. likewise 
was found to have lipotropic facul- 
ties. A large number of preparations 
containing these substances are on 
the market. 


While much theoretical justifica- 
tion exists for this combined dietary- 
lipotropic therapy for arteriosclero- 
sis, clinicians by no means agree as 


to its effectiveness. No harm can 
come from either a diet with reduced 
fat-cholesterol contents or from the 
respective medication, which must 
be taken in liberal amounts over 


5. Gofman, John W. et al: Ultracentrifugal 
Studies of Lipoproteins of Human Serum, 
J. of Biol. Chemistry, 179:2, June, 1949. 
Gofman, John W. et al: Arterosclerosis, 
Lipoproteins and Coronary Artery Diseases, 
Wisc. Med. Journal, July, 1952 (and other 
publications). 

. Morrison, Lester, M.: Arteriosclerosis, 
J.A.M.A., 145:16, April 21, 1951. 
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several months, before results 
be expected. 

Anticoagulant therapy in cor¢ 
heart disease and in other thre 
embolic conditions has receivec 
flicting reports in the literz 
Heparin and Dicumarol are w 
employed however, and the wei; 
the evidence seems to be shifti 
favor of their usefulness, espex 
if precautions are fully observe 


GERONTOTHERAPY 

The term gerontotherapy has 
suggested for the treatment o 
aging and cannot always be sh 
differentiated from geriatric the 
Any treatment for the possible 
vention or retardation of the ha 
ing of the arteries would be geronto- 
therapy. The treatment of its fully 
developed state with hypertension, 
claudicatio intermittens or coronary 
heart disease would be principally a 
geriatric problem. 

The treatment of aging can be 
specific or non-specific. The latter 
would refer to hygienic measures 
such as dietary advice and instruc 
tions as to a generally sensible, 
heathful mode of living. Specific 
gerontotherapy is principally of an 
endocrine nature, but vitamin and 
lipotropic therapy should re-enforce 
hormone medication. There is little 
doubt that the factors affecting aging 
are intimately connected with and 
perhaps dependent upon endocrine 
functions; the fundamental cause of 
aging is still unknown. 

The ideal patient for gerontother- 
apy is the aging man and woman 
who, in their fifties, sixties, or later. 
is loosing vitality, mental and physi 
cal stamina, sex interest, and respon- 
siveness. The physician often tells 
the patient after he has listened to 
his complaints and found no organic 
illness that he should not expect too 
much at his age. The negative ap 
proach inherent in this remark is 


Clinical Medicine 





justified. Gerontotherapy can in 
eases constitute the positive 
ch. 
gen or estrogen administra- 
s ngly or in combination, offer 
‘t therapeutic possibilities.” 
jalization is essential. The 
| tonic effect of the steroid sex 
1es is due to more effective 
utilization and an improved 
ion through relaxation of cap- 
and arterioles. An improved 
state may likewise be ascrib- 
avorable circulatory changes 
> brain, but also to psychologi- 
ectors related to reawakened 
functions. C. McD. Caldwell 
I. Watson1° observed the re- 
ance of menstrual periods 
cyclic estrogen-progesterone 
ition in a series of 30 women 
s old. In 17 women ‘“‘distinct- 
vocative results in their psy- 
ical reactions’’ were observed. 
n a reawakened sex interest 
restored potency can have 
repercussions in the general 
state of health. 
The role of Cortisone and ACTH 
as possible anti-aging remedies is 
not yet clarified. In theory, much 
vould speak for their usefulness. -In 
practice, no clear-cut observations 
xist to establish their indication, 
articularly in view of their frequent 
ide effects. 
DRAL GERONTOTHERAPY 
Anti-aging medication, administer- 
rd per os alone, is less effective than 
parenteral treatment, although it is 
ustified in many cases as follow-up 
herapy. Sufficiently potent steroid 
ormone preparations are available 
0be administered alone or — better 


Indivi 
gener 
horm¢ 


§. Benjamin, Harry: Endocrine Gerontother- 

- in Female Patients, J, of Gerontology, 
July, 1949. 

tiem Endocrine Gerontotherapy in Male 
Patients, J. of Insurance Med., 6:1, 1951 

0. Caldwell, MeD. B., and Watson, a 1.3 
Evaluation of Psychologic Effects of Sex 
Hormone Administration in Aged Women, 
J. of Gerontology, 7:2, April, 1952. 
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— in combination with the above 
mentioned vitamin — lipotropics. 


Many pharmaceutical houses have 
produced reliable vitamin-mineral- 
lipotrop preparations. Examples are 
Gevral, Geriplex, Lipovite M, etc. 
For some patients, separate admin- 
istration of steroid sex hormones 
may be more advisable, because in- 
dividualized dosage can then be 
better accomplished. 


NUTRITION 


The following rules regarding nu- 
trition of the aged may be considered 
as generally accepted: 

1. Liberal proteins but not more 
than 1 gram per kilogram body- 
weight daily. Moderate carbo- 
hydrates, restricted fat and 
cholesterol-containing foods. 

. Fruits and leafy vegetables for 
their iron and vitamin (especial- 
ly C) contents. 

. Skimmed milk especially for its 
calcium and other minerals. 

. Moderation. Smaller but more 
frequent meals eaten slowly, 
preserving an average weight. 

. Individualization and utilization 
of personal experiences as to 
certain foods, combinations of 
foods and drinks. (Avoidance of 
faddist diets.) 

. Attention to elimination. Some 
roughage if necessary. Liberal 
amount of liquids. 


THE CANCER PROBLEM 

The use of steroid sex hormones for 
the treatment of the aging raises the 
question of cancer. It is not the use 
of sex hormones that warrants criti- 
cism but their indiscriminate and un- 
intelligent use. For aging women 
with a cancer history or for those 
who come from a cancer-prone fam- 
ily, androgen alone or androgen and 
estrogen is to be preferred in geron- 
totherapy to estrogen alone. In men 
in whom malignancy of the prostate 
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is suspected, large doses of andro- 
gens and their extended use are con- 
traindicated, although the danger of 
activating an existing focus of ma- 
lignancy is — judging by the litera- 
ture — more theoretical, than based 
upon actual clinical case histories. 
Recent studies of two groups of sci- 
entists11,12 in California seem to in- 
dicate that the pituitary growth hor- 
mone has greater cancer stimulating 
or producing potentialities, than the 
steroid sex hormones. 


CYTOLOGICAL DIAGNOSIS OF CANCER 

Distinct progress has been made 
in the diagnosis of cancer through 
cytology. Seyboldt1? devotes a com- 
prehensive article to cytological 
tests, appliable wherever there is 
secretion obtainable or a needle bi- 
opsy possible. Thus, the female 
genital tract, negative on examina- 
tion, may reveal malignant cells in 
smears. Sputum and bronchial wash- 
ings are almost as valuable for diag- 
nostic purposes as the vagina or the 
uterus, which gave 87% correct early 
diagnoses. The urinary as well as 
the gastro-intestinal tract yield in- 
formation when the proper technique 
of obtaining specimens is used; that 
is also true with the nipple secretion 
of the breast. 


THE CRITICAL PERIOD 


The treatment of the menopause 
is an example of endocrine geronto- 
therapy. For quick relief, Green- 
blatt!4 suggests daily injections of 
estrogens or estrogens and andro- 
gens followed up by gradually re- 
duced doses per os. Slowly absorb- 
ing preparations of both steroid hor- 





11. Btoen, Henry D. et al: Science 116:331, 
1952. 


12. Griffin, A. Clark, et al: Cancer Research, 
Jan., 1953. 

13. Seybolt, John F.: The Scope of Cytology in 
Cancer Diagnosis, Geriatrics, 7:1, January- 
February, 1952. 

14. Greenblatt, Robert B.: Newer Concepts in 
Management of the Menopause, Geriatrics, 
7:5, Sept.-Oct., 1952. 
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mones are available in the fcrm o 
aqueous suspension of crysta's (q 
micro-pellets) or, more re ently, 
Depo-Testosterone and Depo- stra 
diol. 


According to the author’s pe- 
observations, principally of 
men and those in the male c i 
teric, it appears that thes 
preparations, given in fairly 
doses (100 mg. Depo-Testost¢ rone), 
need not be repeated more then onc 
in two or even three weeks. Th 
ordinary testosterone pro? ionate 
(Oreton) in doses of 10 to £5 mg 
must be given daily or on alternating 
days to maintain its effect. 


Generally speaking, the smaller 
more frequent doses are clinically 
more effective than the less frequent, 
heavier doses except when quick re. 
lief is needed. This refers to their 
anabolic influence over protein me 
tabolism as well as to their mor 
specific sexual results. Yet, the slov- 
absorbing products have their sel. 
evident advantages as follow 
therapy. 


OBESITY 


Obesity has received further co- 
firmation as a life shortening conii 
tion. Freed15 emphasizes the emo 
tional factor in ‘‘food addiction” : 
the most frequent cause of obesity 
He recommends psychotherapy iv 
the purpose of changing eating ha 
its as well as group therapy; in add 
tion he advises anti-appetite drug 
As such, Freed favors Biphetact 
which is principally a combination@ 
levo-amphetamine (usually referre 
to as Benzedrine sulfate) with det 
tro-amphetamine, (dexedrine su 
ate). He found it to be superior 
either one used alone. 





15. Freed, S. Charles: Newer Concepts 
Obesity, G. P., 7:1, Jan., 1953. Es 
idem. The Use of Amphetamine Combi 
tions for Appetite Suppression, Ann. of ! 
Med., 36:6, June, 1952. 
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ARTHR' |S 

Arti ritis of the degenerative type 
is alm. ost traditional in old age as a 
diseas? of stress. William K. Ish- 
mael!’ found that spine, knees, and 
finger’ are most frequently involved 
intha order. He explains the varie- 
symptoms by reflex phenomena 
sympathetic nervous system. 
ncipal recommendation as to 
ent are the conventional rest, 
\ al of foci of infection, adminis- 
of mixed sex steroids (geron- 
rapy), nutrition and Cortisone 
ition under proper control or 
ortisone by intra-articular in- 
. The latter only in sufficient- 

Jus cases. 


\TRY 
hiatric disorders in the aged 
) easily interpreted as senile 


ael, William K.: Degenerative Arthri- 
tis in the Aging, Geriatrics, 7:5, Sept.-Oct., 
52 


upus Vulgaris Treated 
ith Isoniazid 


“Striking improvement’? was ob- 
ained in all except two of 15 patients 
‘Breated with isoniazid for at least 4 
months. Fourteen of the patients 
lad had prolonged treatment with 
alciferol and had either relapsed or 
ad proved resistant to treatment. 
“Bote daily dosage of isoniazid was 3 
mg/kg body weight for two months, 
pnd then 6 mg/kg body weight. All 
e patients except one showed strik- 
ng improvement within one month. 
ter 4 months of treatment, only two 


goowed any clinical evidence of ac- 
ivity. 
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dementia. Reactive depressions are 
frequently not diagnosed as such and 
a chance for successful treatment 
with electric shock may be lost. 


Stern!7 believes that emotional 
disturbances in the aged may as- 
sume serious proportions in the form 
of hostility toward members of the 
family or in self-isolation or in con- 
version into physical illness. It is 
becoming more and more apparent 
that manipulation of environment 
and of activities is of paramount 
importance. Impressive as recent 
advances in gerontology are, they 
are only the beginning of a new scien- 
tific discipline or rather a new com- 
bination of various disciplines. Med- 
icine is only one of them. Sociology 
economics, philosophy are equally 
essential. 


17. Stern, Karl, et al.: Grief Reactions in 
ae a Am. J. of Psychiatry, 108:289- 


Toxic effect occurred in 4 patients: 
(1) vertigo and a coarse tremor of 
the hands within a week; (2) ex- 
treme fatigue and numbness of the 
head after two months; (3) fatigue 
and an enormous appetite, with a 
gain in weight of 14 Ibs.; (4) erythe- 
ma nodosum and congestion of the 
lupus area. It is stated that the 
‘spread and reliability of this treat- 
ment have greatly exceeded that of 
ealciferol and of calciferol with 
streptomycin,’’ but the authors are 
now switching over to the combina- 
tion of isoniazid and streptomycin. 
(G. B. Dowling, E. Waddington, R. G. Howell, 


L. L. Rees, Proc. Roy. Soc. Med., 46:163-170, 
1953.) 
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Treatment of Low-Voltage Burns 


Prognosis in cases of injury due to 
electrical contact is extremely diffi- 
cult to determine. Even a condition 
of what appears to be but a slight 
shock with or without severe burn, 
may suddenly end fatally, some days 
later, thus completely confounding 
the physician. 

Alternating current is generally 
accepted to be three or four times as 
dangerous as direct current. Cur- 
rents of the latter sort as high as 
200 to 300 Ma. may be borne without 
serious injury, whereas alternating 
current may produce death at 70 to 
90 Ma. These figures are, in turn, 
dependent on the resistance of the 
part of the body contacted by the 
current. The most resistant part is 
the skin, and especially the soles of 
the feet and the palms of the hands. 
Moisture decreases resistance con- 
siderably. 


The pathway of the current in the 
body is also of great importance. 
The heart is the danger spot. Cur- 
rents from one foot to the other 
are seldom fatal, irrespective of 
strength. On the other hand, even 
trifling currents through the chest 
may prove fatal. Left hand contacts 
to opposite hand or chest, and espe- 
cially to the feet, are the most 
dreaded. It even has been suggested 
that visitors to power plants keep 
their left hand in a pocket continu- 
ously. 

Death from electric current usual- 
ly occurs either from ventricular 
fibrillation of the heart, or failure of 
the respiratory center, or a combina- 
tion of the two. When death occurs 
from ventricular fibrillation, breath- 
ing becomes exaggerated and fails 
after about two minutes and death 
ensues rapidly. The patient turns 
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pale — not cyanotic — when -: 
function stops. In case of fai 

the respiratory center, breat'i 
stopped and unconsciousnes: 
venes, but heart action corti 
With fall in blood pressure, 

tient becomes cold and cyanc'i 
death supervenes in 10 minut 
less artificial respiration i: 
tuted. Such respiration must 

up for hours, if need be. The 5 
lae that may result from k 
sions are also hard to predict J 
a harmless appearing surface bum 
may turn out to be deep, with char 
ring of tissues clear through to and 
including bone. Sloughing of thes 
deep burns may encroach upon ; 
sizable blood vessel and result ; 
alarming hemorrhage. 

If the victim is precipitated to th 
ground while his body remains i 
contact with the current, he shoul 
with due caution, be freed as quick 
ly as possible, and subjected to carefil 
ful and methodical artificial respir 
tion. In this particular type of case 
mechanical respirators and _inhal: 
tors are considered dangerous 3 
their use is not advised. Hospitali 
tion and suitable shock treatma 
should follow. Few if any drugs at 
of aid in combating shock. Caffeil 
and sodium benzoate, intravenously 


may help, according to Dr. C. Drink’ 


er, who discards all other stimulan 
Simple cleansing with soap a 
water and tanning with gentian wo 
let, 1%, is most commonly employe 
Instead of early surgical interven 
tion, the generally preferred pugyF 


cedure is the routine application qi’ 


nothing more than sterile dressi 
until the slough has definitely sepe 
rated. 


(H. S. Brown, Indust. Med. & Suro., 215% 
1952.) 
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PTHERAPEUTIC TRENDS 


‘rug ‘reatment of Thyrotoxicosis 
@ The oracticability of treating thy- 
rotoxic Osis with both methylthioura- 
ilanc thyroxine to simplify the con- 
rol dc sage is reported. The results 
‘vere 1pparently as satisfactory as 
‘hose cbtained with antithyroid drugs 
alone. 

A basie standard dosage was used, 
Bhat is, enough methylthiouracil to 
rontro! all but exceptional thyrotoxi- 
osis and the minimal normal thy- 
oxine requirements, these dosages 
"Being: Methylthiouracil 50 gm. and 
‘Bi-thyroxine 1 mg., administered 
hrice daily. This standard dosage 

suffices for the maintenance treat- 
‘Bent of most patients, provided 
mens of goiter enlargement are 

looked for and, when seen, are coun- 

Bred by giving additional thyroxine. 

if adequacy of the control of thyro- 
vm@oxicosis is not attained with the 
basic standard dosage, the methyl- 
hiouracil dose can be increased. 

The results obtained in the first 
b2 cases completing a course of 9 or 
more months of such treatment were 
ks follows: In 18 cases (56%) the 

yrotoxicosis was still fully re- 
mitted one year later; in no case had 
the eye signs significantly worsened, 
and in all except one case the size of 
mie goiter had decreased. 


\R. Fraser, M. Wilkinson, Brit. Med. J., 1:481- 
4, 1953.) 
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Is Natural Childbirth Natural? 


The authors refer to the childbirth 
program as applied in the Thoms’ 
Clinic in New Haven, where a main 
point is to establish a good patient- 
doctor and patient-hospital relation- 
ship. Thoms strives to replace the 
negative conditioning in pregnancy 
(anxiety and fear magnifying dis- 
comfort) with a positive conditioning 
by a well controlled environment. 
Yet, a supplementation by analgesia 
and anesthesia remains indispen- 
sable. The reasons are that child- 
birth seldom is free of discomfort, 
and that this discomfort is enhanced 
by unconscious emotional conflicts 
which cannot be solved by the child- 
birth program and which may cause 
a disturbed uterine physiology. Thus, 
with better emotional support, the 
analgesic drug requirements can be 
lessened and used with greater safe- 
ty. The authors are not in agree- 
ment with Read’s natural childbirth 
program which emphasizes diet, edu- 
cation, exercise and relaxation. They 
fee] that the effectiveness of the first 
three is doubtful, while relaxation 
may play a useful part. But in order 
to accomplish relaxation, barbitu- 
rates, demerol, or other analgesic 
agents may be necessary. 


(A. J. Mandy, R. Farkas, E. Scher, 


Psy- 
chosom. Med., 14:431, 1952.) 





Experience With the New 
Anticoagulant Phenylindanedione 
in Acute Myocardial Infarction 


A preliminary report reveals that 
phenylindanedione was apparently 
successful in maintaining the desired 
low prothrombin levels in 50 pa- 
tients with acute myocardial infarc- 
tion for periods of 4 to 102 days. The 
initial dose was 150 to 200 mg a day. 
and the maintenance dose 50 mg. 
These dosages maintained the pro- 
thrombin levels within 10 to 30 per 
cent of normal. Therapeutic levels 
developed within 16 to 40 hours after 
the start of the therapy, and normal 
values were restored within 48 to 96 
hours after cessation of the drug. 
Six deaths occurred in the series, 
two being due to thromboembolism. 
Minor hemorrhagic manifestations 
were observed in three patients. 


(W. R. O’Connor, C. E. Thompscn and L. A. 
Baker, Quart. Bull. Northw. Univ. Med. Sch., 
26:193, 1952.) 


Treatment of Tetanus 


Treatment in all but the mildest 
cases of tetanus consists in an inte- 
grated therapeutic attack designed 
to keep the patient alive while the 
effects of the toxin on the patient 
wear off. Considerations of the high- 
est importance are the neutralization 
of toxin, suppression of exhausting 
spasms, the prevention of broncho- 
pneumonia and the maintenance of 
an optimal state of nutrition. 

The following measures should be 
adopted: 

1. At least 250,000 units of anti- 
toxin should be given on the 
patient’s admission to the hos- 
pital, half of this by the intra- 
venous route. 

. Early tracheotomy should be 
performed as a routine measure. 

. Five hundred thousand units of 
penicillin and 0.5 gm. of strepto- 
mycin should be given every six 
hours. 


. If a demonstrable wound is pres. 
ent, early wide excision : houli 
be carried out. 

. Continuous intragastric f< ading 
should be instituted thro gh 
Rehfuss tube. 


. Continuous administrat dn of 
‘‘Flaxedill’’ should be c -rriej 
out by intravenous drip. 


. Minimal sedation with short 
acting barbiturates, such a; 
pentothal, should be used 


In more severe cases it may be 
necessary to keep the tracheotomy 
tube in place for two or more week; 
and to continue with the intravenous 
use of flaxedill for a similar period. 


(E. G. Saint, R. A. Joske, J. L. Stubbe, Mei 
J. Australia, 40:361-364, 1953.) 


Cortisone and ACTH in 
Dermatologic States 


The results obtained by the a- 
thors with cortisone and ACTH 
prompt them to conclude that their 
use seems indicated in the treatment 
of pemphigus, acute disseminate 
lupus erythematosus, and in lichen 
planus and allergic dermatitis. Us 
of the hormones is best avoided in 
the treatment of neurodermatitis and 
is absolutely contraindicated in pz 
tients with a history of mental d- 
sease or mental instability. 


These conclusions are based on the 
results obtained in treating 19 pe 
tients with various dermatologic dis 
orders by using cortisone and ACTH 
The initial dose of ACTH was usually 
300 mg. on the first day; it was Ir 
duced to 200 mg. on the second da 
and to 100 mg. thereafter. Immedé: 
ate and striking relief was obtainei 
in 9 patients and transient sympte 
matic relief in several others. Infec 
tion developed in 3 patients (2 died) 
mental disturbances in 4, cardia 
damage in 4 others, and transien 
glycosuria in 2 patients. 

(New Orleans Med. & Surg. J., 104:317, 1982 


Clinical Medici 





PE 


1g Peptic Ulcer 


sjing peptic ulcer is much 
erious in the older age groups 
irs and older) than in younger 

i uals, especially if the bleed- 
from a gastric ulcer. The 

sis is slightly more grave in 
and the white race. Recur- 

3ad continuous hemorrhage are 
> serious. 


Duration of symptoms and the 
manifestations of the symptoms 
(hematemesis and melena) were not 
found to be prognostically of value, 
on the evidence obtained from a 
reexamination of some 339 record- 
ed cases of bleeding ulcers. The 
sparing use of blood transfusions 
and an over-conservative attitude in 
resorting to surgical intervention 
were found to be the most frequent 


errors of management. 
Shapiro, N. and Schiff, L. Surgery 31:327, 1952.) 


Stainable Iron in Sternal 
Marrow Sections 


An account is given of the results 
obtained from the routine applica- 
tion of the prussian blue reaction to 
histologic sections prepared from the 
sternal aspirates of 150 patients. It 
is Claimed that his simple histologi- 
cal test provides a reliable measure 
of the iron stores for the purposes of 
diagnosis and treatment of disorders 
of the blood. 


It is the author’s belief that his in- 


IN DIAGNOSIS 


vestigation has established the fact 
that in an anemic subject the ab- 
sence of stainable iron means that 
the patient is iron deficient. He is 
also convinced that his technical 
method gives the most decisive he- 
matological indication yet advised 
for the recognition of iron deficiency 
and of the necessity for iron ther- 
apy. The converse also has been 
proved true, namely, that if stainable 
iron is present in the marrow, then 
the anemia will not be improved by 
the administration of iron, whether 
given by mouth or by the intraven- 
ous route. 

The method has been used over the 
past two years for the control of iron 
therapy; it has not failed and the 
author has been able to predict ac- 
curately when an anemia would be 
likely to respond to iron. The ab- 
sence of stainable iron from the mar- 
row seems a more sensitive index 
of iron deficiency than is the level 
of mean corpuscular hemoglobin 
concentration. When anemia devel- 
ops as a resuit of iron deficiency 
there is not only a fall in the con- 
centration of hemoglobin in the cells, 
but also a reduction in the cell vol- 
ume. This minimizes the fall in the 
mean corpuscular hemoglobin con- 
centration, which is usually not suf- 
ficiently pronounced to be a clear in- 
dication of the necessity for iron 
therapy until the anemia is well 
marked. 

(H. E. Hutchison, Blood, 8:236-248, 1953.) 
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Abdominal Pruritus in Pregancy 


In a group of 365 successive pri- 
vate obstetric patients, covering 
more than two years, the incidence 
of uncomplicated abdominal pruritus 
sufficient to warrant complaint dur- 
ing pregnancy was found to be 17.8 
per cent. Alternate patients with un- 
complicated pruritus abdominalis 
during pregnancy applied one of two 
antihistaminic topical preparations 
to the abdominal skin to evaluate the 
effectiveness of this form of therapy 
in the control of itching. Thephorin 
was used on alternate subjects as a 
5 per cent ointment or lotion (35 sub- 
jects), and Pyribenzamine, 2 per 
cent cream, on a similar group (30 
subjects), chosen alternately with 
the Thephorin group. The effective- 
ness of both antihistaminic drugs 
was found to be approximately the 
same; 9 out of 10 cases of pruritus 
abdominalis. responded with com- 
plete disappearance of the itching 
within 10 to 15 minutes after appli- 
cation. It was usually not necessary 
to apply the medication more than 
two or three times daily. The lotion 
seemed to have more satisfactory es- 
thetic qualities and also had a higher 
degree of patient acceptance. The in- 
cidence of the symptoms appeared 
to be less during the first trimester 
than during the second and third tri- 
mesters of pregnancy. 


In common with pruritus else- 
where on the body, particularly the 
vulva, the itching is usually worse at 
night and in the summer. Possibly 
this is due to lack of distraction from 
the annoying symptom during the 
night as well as to the increased 
warmth and humidity under bed- 
clothes. In all instances in this se- 
ries the skin was not different in ap- 
pearance from that of the controls, 


except for occasional scratch marks. 


(S. C. Kasdon, Am. J. Obstet. & Gyne., 65:320- 
324, 1953.) 
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Anatomic Alterations 
of the Adrenal Cortex 


The paper deals with the an: tom 
alterations of the adrenal corte x tha 
are not associated with’ ho nonal 
disturbances and that are not nalig 
nant. The description of an wu iusual 
lesion of this type is included in th 
case report of a large benign crtic; 
adenoma. Emphasis is direc ed { 
the clinical similarities of tho» 
cases from the literature in whid 
large cortical adenomas are de. 
scribed. 


Anatomic alternations of the adr. 
nal cortex occur in three separate 
forms. These include extracapsular 
free cell clusters, adrenal cori: 
cal nodules, and adenomas of the 
adrenal cortex. The first two ar 
minute, common, usually bilater. 
al, extracortical, of no known clini. 
cal importance, and differ in that the 
latter are encased in a narrow rin 
of fibrous connective tissue. Adeno 
matous growths of the adrenal cortex 
are usually macroscopic, intracort:- 
cal, unilateral, and are uncommonly 
associated with endocrine distur. 
bances. 


Large non-functioning adenoma 
of the adrenal cortex are character: 
ized by slow enlargement of a pa: 
pable upper abdominal tumor, ass? 
ciated with symptoms referable 
the gastrointestinal and genitout 
nary systems and without evidence 
of metastasis or endocrine distu- 
bance. Weakness, malaise, and los 
of weight may be prominent. Roent 
gen examination discloses dow: 
ward displacement of the colon am 
kidney on the side of the tumor. Er 
cision is curative. An additional ca 
of large non-functioning adenoma ¢! 
the adrenal cortex is described. 
(J. C. Smith, J. Urology, 69:339-346, 1953.) 
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. NEW PHARMACEUTICAL PRODUCTS 


Iantle Creme: A buffered solu- 
f Aluminum Acetate in a hy- 
| ilic base with a pH of 4.2. 
scd in: Treatment of skin dis- 
s°s such as dermatitis of the 
is, occupational eczema due to 
1ary irritants, especially soap 
alkalis, shaving dermatitis, 
er itch, etc. ‘‘Acid mantle’’ 
ects skin from damaging effect 
of :lkaline substances. 


Dosage: Easily applied to normal 
or diseased skin; can be removed 
with water or dilute Domeboro so- 
lution. Contraindicated in acute 

ge matitis and eczema with swell- 
ing or oozing. Creme can be ap- 
plied when swelling subsides. 

Dome Chemicals, Inc., 

New York 23, N. Y. 


Kaopectate with Neomycin: An 
aqueous preparation of the antibiotic 
neomycin sulfate, with kaolin and 
pectin suspended with methylcellu- 
lose. Each fluid ounce contains: neo- 
mycin sulfate 300 mg., kaolin 5,832 
gm., pectin 0.130 gm., suspended 
with methylcellulose 1.25%. 
Used on: Treatment of bacteria in 
the intestinal tract and organism 
responsible for diarrhea. It is poor- 
ly absorbed from the gastro-intes- 
tina tract and rarely causes sys- 
temic toxicity, according to manu- 
facturer. 


Dosage: Adults, 2 to 4 tablespoon- 
fuls four times daily. Children 
over 2 years, 2 to 4 teaspoonfuls 
four times daily. Infants under 2 
years, 1 to 2 teaspoonfuls four 
times daily. 


The Upjohn Company, 
Kalamazoo, Michigan. 


Bicillin All-Purpose: An injectable 
penicilin combining in one prepara- 
tion bicillin (new form of penicillin) 
procaine penicillin and potassium 
penicillin. 


Used: Treatment of patients with 
penicillin-susceptible infection, 
when physician wants to combine 
high initial penicillin blood levels 
with long-term antibacterial pro- 
tection. Provides initial levels of 
about 4.2 units per ml. serum, and 
maintains usualy adequate levels 
for periods seven to 14 days after 
a single injection according to 
manufacturer. 


Dosage: Prepared dose is 2 cc. Ad- 
ministered by deep intramuscular 
injection, preferably intragluteal. 
Compound is not designed for in- 
travenous or subcutaneous use. 
According to manufacturer, single 
injection provides adequate ther- 
apy in many uncomplicated cases. 

Wyeth Laboratories, 

Philadelphia. 
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Deltamide: A mixture of 
namides, each tablet or 
spoonful) containing: 
0.167 gm., sulfamerazine 
sulfamethazine 0.056 gm. 
cetamide 0.111 gm. 
Used in: Infections due } 
hemolytic streptococci, 
cocci, gonococci and ot 
organism susceptible 
mides. 
Dosage: Average adult 
tial, 3 to 4 gm., main 
gm. every six hours. Fo 
initial dose of 0.1 gm. 
form, per kg. of bod 
maintenance 0.025 gm. k 
weight every six hours. : 
sion, one teaspoonful pe 
body weight initially; 
nance, % teaspoonful pe 
body weight every six hc 
The Armour Laboratories, 
Chicago 11, Illinois. 


PROSTATIC CANCER 


(Continued from page 


main source of false positiv 
is infected prostates. Estr. 
mask prostatic cancer an 
never be given if early c 
suspected. 

3. Repeated positive smea 
absence of prostatic infectio 
ly suggest, but do not p 
presence of prostatic cai 
Whether such patients sh 
carefully watched or radic 
tatectomy should be perforn 
not be decided due to ins 
experience with the method 
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